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70. (New) An agent comprising: 

a therapeutic component, and 

^i^A <-r> ^h© therapeutic component, 
a targeting component coupled to the tner p 

4. -i^^-ir^r, •r-e.r.-rf^sented by the formula: 
the targeting component being represencea y 





s 

A 




V. 



71. (New) An agent comprising: 
a therapeutic component, and 

. targeting ccn^oneat coupled tc th. therapeutic component, 
the targeting cco^onent con^rising an antibody raised £ro™ an 
antigen =™nt oo^rising a second extracellular loop, the 
Tecond extracellular loop con^rising an a.ino acid .e^ence o. 
KGDQGPQPRGRPQCKLNQE (SEQ ID NO: 1) • 



Remarks 



This 1= in response to the Examiner's communication mailed 
.uly 10. 2003. A response is due October 10, 2002. 
Accordingly, this response is being timely filed. 

Claims r-ei were pending. By way of this response, claims 
„ 29 and 45-67 have been canceled, claims 1 and 39 have been 
amended, and claims S8-71 have been added. Accordingly, claims 
1-21, 23-26, 30-44, and 68-71 remain pending. 
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Applicant ackncwladga^ that clain,. 22 and 29 ara free fron, 
the prior art. ax>d that these claims have only been rejected 
under 35 U.S.C. S 112. Applicant addresses those rejections 

herein. 

Tt-.em 2 of the Office Act ion - Relections Under 35 U.S.C. § 112. 
first paragraph 

Claims 1-17, 22, 25-34, 36-44 have been rejected under 35 
use. § 112, first paragraph, as allegedly not enabling any 
targeting component that selectively binds at the alpha-2B or 
alpha-2B/alpha-2C adrenergic receptor subtypes as compared to 
the alpha-2A adrenergic receptor subtype. 

Regarding the rejection of claims 22 and 29, applicant 
respectfully traverses the rejection. Claim 22 recites that the 
targeting component is a specific compound represented by 
Formula V of the instant application. As indicated in 
applicant's previous response, the compound of Formula V was the 
elected species for which examination was requested. The 
specification clearly provides a written description to enable 
one of ordinary skill in the art to make and use an agent 
comprising the compound recited in claim 22 using the disclosure 
of the specification and the knowledge available in the art. m 
fact, the Examiner has stated that the specification is enabling 
for an agent comprising a targeting component of formulae I -VII. 
Claim 29 recites that the agent has a targeting component that 
comprises an antibody raised from an antigen component that 
comprises the amino acid sequence of SEQ ID NO: 1. The 
specification contains a sufficient written description to 
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enable one of ordinary skill in the art to make and use an agent 
that has the claimed targeting component. Accordingly, the 
rejections of claims 22 and 29 should be withdrawn. For 
purposes of convenience, claims 22 and 29 have been rewritten as 
independent claims 70 and 71, respectively, and claims 22 and 29 
have been canceled. Therefore, applicant submits that claims 70 
and 71 are free from the art and satisfy the requirements of 35 
U.S.C. § 112, first paragraph. 

Applicant has also amended the claims to make more clear 
that the targeting component is a ligand for the alpha-2B or 
alpha-2B/alpha-2C adrenergic receptor subtypes. As understood 
by persons of ordinary skill in the art, the term "ligand" 
refers to a molecule or moiety that binds to a receptor to 
initiate or block a response. Ligands may be agonists or 
antagonists, and may be small natural or synthetic molecules or 
may be large proteins or protein-nucleic acid complexes. 

Applicant respectfully traverses the rejections as they 
apply to the amended claims. It appears that the rejection is 
based on the Examiner's opinion that it would require undue 
experimentation to prepare an agent as recited in the claims "to 
determine the ones thar would be used to selectively bind at the 
alpha-2B or alpha- 2B/ alpha- 2C adrenergic receptor subtypes" 
(Office Action, page 3, last paragraph). The Examiner believes 
"that one of ordinary skill in the art would not know how to 
make any components that comprise the components as broadly 
defined, and how to determine that such a compound would 
satisfactorily selectively bind at the alpha-2B or alpha- 
2B/alpha-2C adrenergic receptor subtypes". 
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Applicant respectfully disagree., and respectfully submits 
that .ny additional eKperimentaticn needed to practice the 
cUi«d invention would be routine, and would not be undue. 
Additional factors, to those identified in the Office Act.on, 
that n^st be taken into consideration when evaluating whether a 
specification enables a claim include (i) the nature of the 
invention; (ii) the state of the prior art; and (iii) the 
relative skill of chose in the art. 

under 35 U.S.C. i 112. first paragraph, applicants need 
only provide enough information to one of ordinary skill in the 
art to practice the invention as claimed. In re Eynde. 480 F.2d 
,364 178 U.S.P.Q. 470 (C.C.P.A. 1973) (-That statutory 
requirement is fulfilled where one possessed of the knowledge 
had by one skilled in the art could use the invention given the 
specification disclosure without undue experimentation."). 
Furthermore. wMle "the scope of enablement varies inversely 
with the degree of unpredictability involved," applicant does 
not have to disclose an example of every species covered by a 
claim. in re Angstadt, 537 P.2d 498, S02-503. 190 U...P.Q. 214 
(C c P A 1376) . "It is not necessary that patent applicant 
test all en4=odiments of his invention; what is necessary is that 
he provide disclosure sufficient to enable one skilled in the 
art to carry out the invention commensurate with the scope of 
his claims." An^en, rnc. v. Chugai Phar,naceutica2 Co., Ltd. 927 
F.2d 1200 (1991) . 

The requirements of 35 O.S.C. S 112, fi"t paragraph are 
fulfilled where one skilled in the art could make and use the 
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aiven rh. specification disclosure without undue 
invention given cne »f 

experimentation. 

The determination of what constitutes undue experimentation 
;,i.en case retires "the application of ^ ---;<^ ; 
easona.leness, havins due regard for ^ ^^^^^^^ 

invention and the state of the art" ^.ul Co. v. Un.roy.l^ 
Zc. «a P.M B,2. 16. U.PQ 7=9 (2d. Cir. 1.61.. oert. den.ed, 
404 U.S. 1018, 172 USPQ 257 (1972)). 

The test is not merely quantitative, since a considerable 
amount of experimentation is permissible, if it is -"Iv 
routine, or if the specification in question provides a 
reasonable a».unt of guidance with respect to the - 
„hich the experimentation should proceed - ^^^^ ■ 
determination of how to practice a desired embodiment of the 

Claimed invention (K. parte ro»an. et al. 230 us.= s«, . 

(BPAI 1986,,. "The enablement retirement is met . the 

description enables any mode of making and usins the claimed 
. invention... Sn.al Indus., Inc. v. LoCcfox^er Co., 9« P.2d 1S2B, 

1533 (Fed. Cir. 1991) . 

applicant has invented various agents which use different 
.lasses of molecules, such as clostridial neurotoxins, sapor.n 
.etrodotoxin, as therapeutic components, and various =1--= °' 
molecules as targeting co^ts. In addition, applicant has 
disclosed how to couple the targeting co^onents to the 
therapeutic components in order to form the claimed agents . For 
exa^le. page 17 and page B,, line 17 to page 61, line ll oi th 
specification teach how to couple the co^onents of agents of 
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the invention. Furthermore, U.S. Application Serial Nos. 
09/548,315; 09/003,902; and PCT Publication No. WO 98/25669 are 
incorporated by reference in the specification (e.g., see page 
20. line 12; page 22, line 12; and page 27, line 27), and 
provide additional description of how to make the claimed 
agents. Thus, the claimed agents may be made using any of the 
specific methods disclosed in the instant application, or may be 
made using conventional chemistry techniques understood by 
parsons of ordinary skill in the art. It is well settled that a 
patent application need not disclose, and preferably omits, that 
information which is already known to those of ordinary skill in 
the art. Thus, applicant respectfully submits that the 
specification contains a written description to enable one of 
ordinary skill in the art to make the claimed invention. In 
addition. the references indicated above also include 
descriptions of screening technologies the enable one of 
ordinary skill in the art to determine if the agents bind to the 
adrenergic receptors recited in the claims. Screening 
technologies, e.g., screening assays are conventional and wxdely 
icnown and used to determine selectivity properties, such as 
binding selectivity. Screening assays suitable for determining 
which agents selectively bind to the specific targets are also 
disclosed in the examples of the instant specification. 

in view of the above, applicant respectfully submits that 
any experimentation that may be required to test whether an 
agent, as recited in the claims, binds selectively to alpha-2B 
or alpha-2B/alpha-2C adrenergic receptors would be routine to 
one of ordinary skill in the art. 
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Because the level of persons of ordinary skill in the art 
is high, for example, a person with a college degree or more 
likely a graduate college degree, in chemistry or biology, and 
because the application clearly discloses how to make and test 
the claimed invention, applicant respectfully siibmits that the 
specification contains a written description to enable such a 
person of ordinary skill in the art to practice the claimed 
invention . 

in view of the above, applicant submits that the claims 
satisfy the requirements of 35 U.S.C. § 112, first paragraph, 
and respectfully requests that the rejection of the present 
claims based on this statutory provision be withdrawn. 

Items 3-5 of the Office Action - Rejections Under 35 U.S.C. §§ 
102/103 

Claims 1-17, 25-28, 30-34, and 36-44 have been rejected 
under 35 U.S.C. § 102(b) as allegedly anticipated by, or in the 
alternative, under 35 U.S.C. § 103(a) as allegedly obvious over 
Poster et al. (U.S. Patent No. 5,989,545). Applicant traverses 
this rejection. 

•As indicated above, the claims have only been amended to 
address the § 112 rejections, and have not been amended to 
overcome the prior art . 



"A claim is anticipated only if each and every element as 
set forth in the claim is found, either expressly or inherently 
described, in a single prior art reference." (Emphasis added; 
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Verdegaal Bros. v. Union Oil Co. of California, 814 F.2d 628, 
631. 2 USPQ2d 1051, 1053 (Fed. Cir. 1987)). When a reference is 
:d to anticipate a claim and the reference is silent about the 
;erted inherent characteristic, extrinsic evidence may be used 
to fill that gap. " Such evidence must make clear that the 
missing descriptive matter is necessarily present in the thing 
described in the reference ..." Continexital Can Co. USA inc. v. 
Mansanto Co. 948 F.2d 1264, 1269, 20 USPQ2d 1746, 1749-50 (Fed- 
Cir. 1991) (emphasis added). "Inherency may not be established 
by probabilities or possibilities." Scaltech Inc. v. 

Retec/retra L.L.C. 178 F.3d 1378, 1384, 51 USPQ2d 1055, 1059 
(Fed. Cir. 1999) (emphasis added). 

Applicant respectfully traverses the rejections under 35 
U.S.C. § 102, and submits that Foster et al. does not anticipate 
the claimed invention because Foster et al. fails to expressly 
or inherently teach each and every element recited in the 
claims . 

In addition, applicant respectfully submits that the 
Examiner has not established a prima facie case of anticipation. 
As indicated above, claims can be anticipated if, and only if, a 
single prior art reference expressly or inherently discloses 
each and every element recited in the claims. Applicant 
respectfully requests the Examiner to precisely indicate where 
each and every element of the pending claims is expressly or 
inherently disclosed in Foster et al . Applicant submits that 
Foster et al . does not specifically expressly or inherently 
disclose ligands or targeting components that bind to adrenergic 
receptors, or ligands or targeting- components that selectively 
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bind to alpha-2B or alpha-2B/alpha-2C adrenergic receptors as 
compared to alpha-2A adrenergic receptors, as recited in the 
pending claims. Absent such express or inherent disclosure, 
Foster et al . cannot properly be used to anticipate the claimed 
invention, and the rejection must be withdrawn. 

The Office Action states that the claims have added 
functions which the prior art has not analyzed, and that these 
added functions are presumed to be inherent in the prior art 
composition {Office Action, page 7, first full paragraph; 
emphasis added) . 

Applicant respectfully submits that a "presumption" of 
inherency is not a proper basis in rejecting the claims. Either 
a claimed invention is inherently disclosed by a reference, or 
it is not inherently disclosed by a reference. To the extent 
that the Examiner intended to state that the claimed invention 
is inherently disclosed by Foster et al., applicant reiterates 
that the missing elements that are not expressly disclosed by a 
reference, must necessarily be present in the disclosure of the 
reference to support an inherency rejection. Continental Can 
Co. USA Inc. V. Monsanto Co,, supra. 

As discussed above, applicant submits that the Examiner has 
not established a prima facie case of inherency, and applicant 
respectfully requests the Examiner to specifically indicate 
where Foster et al . inherently discloses each and every element 
recited in the claims. Furthermore, the Examiner has already 
conceded that the agents disclosed by Foster et al . do not 
necessarily disclose the claimed invention by stating that "the 
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prior art and the instant application prepare and use 
composition which appeared to be identical . . . (Office Action, 
page 7, 2'''^ full paragraph; emphasis added) . As indicated above, 
inherency cannot be based on probabilities or possibilities; and 
therefore, Foster et al . does not inherently disclose the 
claimed invention. 



Furthermore, applicant* respectfully disagrees with the 
opinion that the claims have added functions that are not 
analyzed by the prior art. The limitations of the binding 
activity of the targeting component recited in the claims are 
definitional of the properties of the targeting component, and 
are not functional characterizations of the claimed agents. 

The Office Action further states that " [s] ince both the 
prior art and the instant application prepare and use 
composition [sic] which appeared to be identical for treating 
pain. The prior art therefore suggests that the composition 
[sic] therein disclosed are effective in such therapy therefore 
suggesting the instant application under 35 U.S.C. § 103(a)." 
The Examiner points to In re Fitzgerald ( 205 USPQ, page 594, 2^^ 
column, 1^^ full paragraph) to support the position that the 
burden of proof is on the applicant to demonstrate the novelty 
and unobviousness of the claims . 

Applicant respectfully submits that the burden of proof 
only shifts to the applicant after the Patent Office presents a 
prima. facie case of anticipation or obviousness {In re 
Rijckaert, 28 USPQ2d 1955, 1956 (Fed. Cir. 1993) citing In re 
Oetiker, 24 USPQ2d 1443, 1444 (Fed. Cir. 1992); emphasis ours). 
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indicated ab=ve, applicant submits th. Examiner has not 
established a pri^ f^ci. =as. of anticipation/inherency, and 

i Lnt .u.^^. t^at ... -a^in.. ha. not ..ta.li.h.d a p..^ 
7Le case of ohviousn.ss . Onl^^ the ™e. has 

.lishea a p.i.a .acie case does the .urden shift to he 

i-v„> examiner has not established a prima 
an-ol leant Because the Bxaminei: 

Zie case, the burden regains with the Kxa.iner to de^nstr^te 
that the claimed invention is anticipated o. obvious -er Poster 
et al For exan^le. applicant submits that Foster et al . does 
not specifically disclose, teach, or even suggest, and provides 
no motivation to, -dify the agents disclosed by .oster e al^ 
to Obtain the claimed invention. *s the federal C.rcu.t has 
clearly indicated, " [aUthough a reference need not expressly 
teach that the disclosure contained therein should be combined 
With another, the_sho«in^ of combinability , in whatever form, 
must nevertheless b^^lea^^nd_Earticular . " (Xn re r-emb^sca^., 
175 F.3d 594, S9S (CAFC, 1999) emphasis ours). Absent such a 

1 _ =\,na,ir,a the rejections cannot be 
clear and particular showing, tne t j 

maintained, and must be withdrawn. 

in view of the above, applicant submits that the present 
claims 1-lV, 25-28, 30-34, and 36-44 are not anticipated by and 
are not rendered obvious over, Foster et al. under 35 U.S.C. 
102 (b) and 103 (a) . 

in addition, each of the present dependent claims is 
separately patentable over the prior art. For example, none of 
the prior art disclose, teach, or even suggest the present 
agents and methods for maWng the agents including the 
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additional feature or features recited in any of the present 
dependent claims. Therefore, applicant submits that each of the 
present claims is separately patentable over the prior art. 

In conclusion, applicant has shown that the present claims 
satisfy the requirements of 35 U.S.C. § 112, and are not 
anticipated by and are unobvious from and patentable over the 
prior art under 35 U.S.C. §§ 102 and 103. Therefore, applicant 
submits that the present claims, that is claims i-2i, 23-28, 30- 
44, and 68-71 are allowable. Applicant requests the Examiner to 
pass the above-identified application to issuance at an early 
date. Should any matters remain unresolved, the Examiner is 
requested to call (collect) applicant's attorney at the 
telephone number given below. 



Resp 



itted. 




Frank 

Attorney for Applicant 
Registration No. 25,612 
4 Venture, Suite 3 00 
Irvine, California 92618 

(949) 450-1750 

(949) 450-1764 Facsimile 



CERTIFICATE OF FACSIMILE TRANSMISSION 

I hereby certify that this correspondence is 
being transmitted via facsimile to the 
Commissioner for Patents in Washington, DC 
20231. to fax nuinbcr 703-305-3014 (GAU 
1637), on or before ; 



Andrea Uxa 
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.nr^sTt^K WITH M^^Pl^T^SS TO SHOW CHANGES MAPS 



In the Claims: 



Claim 



im 22, 29, and 45-67 have been canceled. 



Claims 



1 and 39 have been amended as follows: 



1. (Amended) An agent comprising: 
a therapeutic component, and 

. .....tin, ligand couEled^ the therapeutic^^omEomnt. 

.h^tarsetin^liS^^ 

.i ph.-2B/alpha- 2n . rl^eneraic receptor subtype (s) 

[a targeting component, 
wherein the targeting component selectively binds .t the alpha- 
SB or alpha-2B/alpha-2C adrenergic receptor subtype (s) ae 
compared to the alpha- 2A adrenergic receptor subtype.) 

39 (Mvended) A taathod for n,aking an agent tor treating pain 
co,r,.rising the step of producing a polypeptide from a gene 
having codes for at least one con^onent of the agent, wherern 

the agent comprises 

a therapeutic component, and 

. targeting liaand cou ^^led to the therapeutic component, 
... .....r,ina li.and being ef f ective^t^bin^^^the^lE^x^^ 

.1 pha-2B/alph^-2C adren e n-cic receptor subtype (s) , 

[a targeting component, 
wherein the targeting component selectively binds at the alpha- 
SB or alpha-2B/alpha-2C adrenergic receptor subtype (s) as 
compared to the alpha-2A adrenergic receptor subtype.] 
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.oXXo„.n. =Xai». ^ave ..en a.aea = 

, X Wherein tUe targeting Xi^and 

.execlvaly bind. " to .»>e aXpha.2. 

.Orenergic re^epto. subtype (s, 
.arenexgic receptor subtype. 

, 39 Wherein the targeting ligand 
mew, -'^^ '"-'^"^ =V binds - ^l^e aXpha-.B or alpha- 
the agent — ;-;/^^;::'U.^e ,s, as co„.ared to the 
adrane-- -J 
aXpha-2A adrenergn-o receptor 

„. (New) agent oo,nprising: 

a therapeutic co^onent. and ^^^^^^^utic ccnponent, 

a targeting ^ T^ir., ^ the .o^uXa. 

the targeting component being 




V. 



71. (New) An agent comprising: 
a therapeutic component, and 

a targeting component coupXed to the therapeutic co.ponent^ 
Che targeting covenant co^rising an antihody raised fro. an 
irtigen cojonent co^ri3ing a second extraceXXuXar loop, .he 
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excracell^iar loop compr.sx 
second exx-j- 1) . 



